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135. (Amended) \A process for identifying a compound that modulates 
mammalian ABC1 (ABC10 polypeptide biological activity comprising contacting a 
compound with a human ABC1 polypeptide that has ABC1 biological activity and in the 
presence of adenosine triphosf^ate (ATP) under conditions promoting the biological 
activity of said ABC1 polypeptide and detecting a difference in said biological activity 
following said contacting relative to when said compound is not present thereby 
identifying a an ABC1 modulating\agent, wherein said biological activity is binding or 
hydolysis of adenosine triphosphateYATP). 



% 126. (Amended) The process of claim 135" wherein said difference in biological 
activity is an increase in biological activity. 




138. (Amended)V^ process of claim 135 wherein said human ABC1 (hABC1) 
comprises amino acids l\o of SEQ ID NO: 1. 
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3 MS- (Amended) The process of claim >35 wherein said human ABC1 (hABC1) 



comprises the amino acid sequence of SEQ ID NO: 1. 



I^HJT (Twice Amended) A process forjptentifying a compound that modulates 
mammalian ABC1 polypeptide biologi^Kactivity comprising contacting a compound 
^ with a membrane comprising a m^frfmalian ABC1 polypeptide, in the presence of a lipid 
under conditions promotino^r^nsport of said lipid across said membrane, wherein said 
~" — Sipid is phospholipid op^nolesterol, and detecting a difference in said transport following 
^^said contacting relative to when said compound is not present thereby identifying a 
mammalian A#C1 modulating agent. 
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5 JJ44*. (Amended) The process of claim 443 further comprising contact with an 
acceptor that accepts the transported lipid, said acceptor being a member selected from 
the group consisting of phospholipid, high density lipoprotein (HDL), Apolipoprotein 
(Apo) Al, ApoAII and ApoE. 
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f£ £ (Amended) The process of claim >43 wherein said compound is useful in 
treating coronary artery disease (CAD). 



" <\ 449. (Amended) The process of claim 348 wherein said cell is a Tioroblast or a 
macrophage. . 
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[t^l-SB. (Amended ) The process of claim j43 wherein said mammalian ABC1 is 
human ABC1. 

\$ 15$. (Amended) The process of claim 18$ wherein said human ABC1 comprises 
7 amino acid residues 1 -60 of SEQ ID NO: 1 . 

(Amended ) The process of claim ^SfTwherein said human ABC1 comprises 
the amino acid sequence of SEQ ID NO: 1. 
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161. (Twice Amended) A process fofxtdentifying a compound that modulates 
mammalian ABC1 polypeptide biologjje^Tactivity and is useful in modulating plasma 
holesterol levels in a mammal^edmprising contacting a compound with a membrane 
comprising a human ABCj^Jolypeptide, wherein said polypeptide comprises amino acid 
residues 1-60 of SEfKlD NO: 1, and a source of one or more anions under conditions 
promoting transport of said one or more anions across said membrane and detecting a 
difference ipKsaid transport following said contacting relative to when said compound is 
not present thereby identifying a mammalian ABC1 modulating agent. 

f — « 

\% V&Z. (Amended) The process of claim j^f wherein said difference in anion 
transport is an increase in said transport. 

V\ jl63r. (Amended) The process of claim wherein when said one or more 
anions comprises at least two different anions. 
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IP 1-65. (Twice Amended) The process of claim >6"T wherein said human ABC1 



^ comprises the amino acid sequence of SEQ ID NO: 1 . 
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166. (Amended) A process for identifying a compound that modulates 
mammalian ABcApolypeptide biological activity for use in treating CAD comprising 
contacting a compound^tith a membrane comprising a human ABC1 polypeptide and 
interleukin-1 under conditions promoting transport of said interleukin-1 across said 
membrane and detecting^ difference in said transport following said contacting relative 
to when said compounck is not present thereby identifying a mammalian ABC1 
modulating agent useful for treating CAD. 



167. (Amended) The process of claim 166 wherein said human ABC1 comprises 
amino acids 1-60 ofSEQ ID NO: 1. 

168. (Amended) The process of claim 167 whereirj^aid human ABC1 comprises 
the amino acid sequence of SEQ ID NO: 1 . 



169. (Amended) A process fop^identifying a compound that modulates 
mammalian ABC1 protein biological activity and is useful in modulating human plasma 



^holei 



olesterol levels comprising coptacting a compound with a human ABC1 protein that 
has ABC1 biological activitv^md in the presence of a protein that binds to said human 
ABC1 protein under cpfiditions promoting binding of said protein to said ABC1 
polypeptide, whereip/^aid human ABC1 protein comprises amino acids 1-60 of SEQ ID 
NO: 1, and detecting a difference in said binding following said contacting relative to 
when said qpmpound is not present thereby identifying a mammalian ABC1 modulating 
agent. 





2. (Amended) The process^of claim 169 membrane is part of an intact cell. 
q^X^- (Amended) The process of claim wherein said cell is a recombinant cell. 

"7°l 
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<1^P XH. (Amended) The process of claim 161" wherein said membrane is part of an 
intact cell. 



*fl (Amended) The process of claim 386 wherein said membrane is part of an 
intact cell. 
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176. (Amended) A process for identifying a compound that modulates mutant 
human ABC1 (hABC1) polypeptide biological activity comprising contacting a compound 
with a mutant hABC1 polypeptide, comprising from 1 to 5 amino acid differences 
relative to the sequence of SEQ ID NO: 1, and a member selected from the group 
consisting of a lipid, a protein, ATP, and interleukin-1, and detecting a difference in said 
biological activity following said contacting relative to when said compound is not 
present thereby identifying a mutant hABC1 modulating agent. 
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179. (Amended) The process of claim 143 wherein said hABC1 comprises a 
detectable label. 



181. (Amended) The process of claims 143 wherein said ABC1 polypeptide is a 
recombinant polypeptide . 
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184. (Amended) A process for identifying a compound that modulates cholesterol 
levels in a mammal comprising administering to said mammal an effective amount of a 
compound that has ABC1 modulating activity in the process of claim 143 and 
determining a difference in cholesterol level in said mammal following said thereby 
identifying a compound that modulates cholesterol levels in a mammal. 



H 188. (Amended) The process of claim 182 wherein said mammal is a human. 
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(Amended) A process for identifying a compound that modulates ABC1 
expression comprising contacting a compound with a cell that expresses a 
polynucleotide construct, said construct comprising a mammalian ABC1 promoter 
operably linked to a reporter gene, under conditions promoting expression of said 
reporter gene^and detecting a difference in said expression in the presence of said 
compound relam/e to when said compound is not present, wherein said expression is 
synthesis of mRN^ or protein, thereby identifying a compound that modulates ABC1 
expression. 
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193. (Amended)\The process of claim 189 wherein said cell is a fibroblast or a 
macrophage. 

194. (Amended) The\process of claim 189 wherein said promoter is the promoter 
found in BAC RPCI -11 317. 



Please add the following new claims: 



197. (New)\A process for identifying a compound that modulates cholesterol 
levels in a mammaKcomprising administering to a mammal an effective amount of a 
compound that has VBC1 modulating activity in the process of claim 135 and 
determining a differenceVi cholesterol level in said mammal due to said administering. 
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198. (New) The process of claim 197 wherein said difference in cholesterol level 
is a decrease in plasma choleSteroJJevel. 



199. (New) The process onclaim 197 wherein said difference in cholesterol level 
is an increase in plasma HDL-cholesterol level. 



200. (New) The process of claim \97 wherein said mammal is a human. 
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201. (New) The process of claim 197 wherein said compound was first identified 
as an ABC1 modulating agent using the process of claim 135. 

202. (New) A process for identifying a compound that modulates triglyceride 
levels in a mammal comprising administering to a mammal an effective amount of a 
compound that has ABC1 Vnodulating activity when tested using the process of claim 
143 and determining a difference in triglyceride level in said mammal due to said 
administering. 



203. (New) The process w cl^irn 202 wherein said difference in triglyceride level 
is a decrease in plasma triglyceria&fevel. 

204. (New) The process of claim 202 wherein said mammal is a human. 



205. (New) The process of claim 202 wherein said compound was first identified 
as an ABC1 modulating agent using the process of claim 143. 



206. (New) A process for identifying a compound that modulates cholesterol 
levels in a mammal comprising administering to said mammal an effective amount of a 
compound that has ABC1 modulating activity in the process of claim 189 and 
determining a difference in cholesterol \level in said mammal following said 
administering thereby identifying a compound that modulates cholesterol levels in a 
mammal. 



207. (New) The process of claim 206 wherein said difference in cholesterol level 
is a decrease in plasma cholesterol level. 

208. (New) The process of claim 206 wherein\said difference in cholesterol level 
is an increase in plasma HDL-cholesterol level. 
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209. (New) Tnfe process of claim 206 wherein said compound was first identified 
as an ABC1 modulating agent using the process of claim 189. 

210. (New) The process of claim 206 wherein said mammal is a human. 

211. (New) A process for identifying a compound that modulates ABC1 
polypeptide biological activity\ comprising contacting a compound with a membrane 
comprising an ABC1 polypeptidV wfoe presence of a lipid under conditions promoting 
transport of said lipid across said* membrane, wherein said lipid is phospholipid or 
cholesterol and said ABC1 polypeptide is WHAM chicken ABC1 polypeptide, and 
detecting a difference in said transport following said contacting relative to when said 
compound is not present thereby identifying a mammalian ABC1 modulating agent. .. 

212. (New) A process for identifying a compound that modulates ABC1 
polypeptide biological activity comprising Vontacting a compound with a membrane 
comprising a mammalian ABC1 polypeptide)^ the presence of a lipid under conditions 
promoting transport of said lipid across \a\d membrane, wherein said lipid is 
phospholipid or cholesterol and said ABC1 polypeptide is caenortiabditis elegans ABC1 
polypeptide, and detecting a difference in said transport following said contacting 
relative to when said compound is not present thereby identifying a mammalian ABC1 
modulating agent. 
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REMARKS 



Claims 112, 114-126, 131, 133, 135-176 and 178-196 are pending in the case. 
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